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STABILIZATION OF ACID SENSITIVE BENZMDAZOLS WITH AMINO/CYCLODEXTRIN COMBINATIONS 



The present invention relates to stable pharmaceutical formula- 
tions, containing moisture and acid sensitive benzimidazole de- 
rivatives (e. g. omeprazole) as pharmaceutical^ active ingre- 
dient combined with amino acids and cyclodextrins as exci- 
pients, and to a method for preparation such pharmaceutical 
formulations . 

Omeprazole (5-methoxy-2-2 ( 4-methoxy-3, 5-dimethyl-2-pyridinyl- 
methyl-sulf inyl) -lH-benzimidazol) is an effective inhibitor of 
gastric acid secretion and has a strong antiulcer activity. It 
is known, that omeprazole rapidly decomposes at acidic and neu- 
tral pH. Furthermore moisture, organic solvents and UV-irradia- 
tion accelerate the degradation of omeprazole too, causing dis- 
coloration of the substance in solution, as well as in solid 
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form. For example, omeprazole has half-life time of 10 minutes 
in an aqueous solution of below a pH-value of 4, but 18 hours at 
pH 6,8 and about 300 days at pH 11 (M. Mathew and co-workers, 
Drug. Dev. Ind. Pharm., 21,965,1995). The drug has been reported 
to be stable under alkaline conditions [Pilbrant A° and 
Cederberg C. Scand. J. Gastroenterology, Suppl. 108, 113- 
120(1985)]. According to A. Brandstrom and co-workers (Acta 
Chem. Scand. 43,536,1989) the acid-catalyzed degradation 
kinetics of omeprazole is very complicated, the primary degra- 
dation is followed by rather complex secondary reactions. 

Several methods for stabilizing the acid-unstable compound, in 
particular omeprazole have been described. 

Some patent applications (USP-5232706, EPA-0567201 A2, EPA- 
0519144 Al, EPA-0496437 A2, USP-5385739, DEA-1204363 and EPA- 
0247983 Bl) claim a common method to overcome this stability 
problem by applying an inert protective layer between the core 
and the enteric coating layer. The core contains the pharma- 
ceutical active substance (omeprazole) or its salts, alkaline or 
acid neutralizing additives, alkaline salts or a combination 
thereof . 

The resorption of omeprazole occurs in the upper duodenum. 
Therefore, a quick and complete release of the active ingre- 
dient after passage of the pylorus must be ensured in order to 
guarantee a sufficiently high bioavailability. For this, 
omeprazole is provided with a coating of enteric, i.e. gastric 
juice-resistant material, which is insoluble in the acid en- 
vironment of the stomach (ca. pH 1 to 3) on the one hand, but 
dissolves in the weakly acidic to weakly alkaline region of the 
duodenum (pH > 5,5). Ordinary enteric coatings, however, are 
made of acidic compounds. If the core containing omeprazole will 
be covered with a conventional enteric coating without an 
subcoating, omeprazole rapidly decomposes by direct or indirect 
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contact with the coating, with the result that the preparation 
become discolored. 

Although the sensitivity of omeprazole against organic solvent 
is known, acetone and methylene-chloride (EPA-0496437 A2, EPA- 
0567201 A2) or acetone and ethanol {USP-5385739, EPA-0519144 Al) 
are used for the enteric coating of the tablets. This treatment 
can damage the active ingredient during the enteric coating 
process or during the long-term storage. 

All known procedures consist of complicated multi-step opera- 
tions and result in expensive final products, which must be 
stored under specific conditions in moisture proof packages. 

DE-427785 Al, DE-3427786 Al , DE-3427787 Al intended to solve the 
stability problems of omeprazole by a different method. 
Omeprazole and fi-cyclodextrin (CD) or derivatives of ft-CD 
(hydroxypropylcyclodextrin) were reacted in 96% ethanol for 15 
hours at elevated temperature. Upon cooling a white crystalline 
substance was isolated, which was believed to be an omeprazole/ 
fc-CD inclusion complex. However the elevated temperature through 
15 hours in the presence of 96 % ethanol results in ex-tensive 
degradation of omeprazole thus there is hardly active ingredient 
remained in the isolated product. It is generally known, that 
ethanol is a competing cyclodextrin-complex forming agent. From 
a 96 % ethanolic system only the crystalline etha-nol/fi-CD 
complex can be isolated by using the mentioned method (Otagiri, 
M. et al: Acta Pharm. Suetica 21, 357 (1984), Pitha, J. and 
Hoshino, T.: Int. J. Pharm 80, 234 (1992)). 

The WO 93/13138 discloses a method for stabilization of acid- 
sensitive benzimidazoles, more specifically for the stabili- 
zation of omeprazole in drug formulations, which comprise a 
cyclodextrin-complex of omeprazole, a protective inert layer and 
an enteric coating. The omeprazole is reacted in presence of 
alkaline hydroxides, alkaline salts, amines or buffers with 
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cyclodextrin and derivatives for 1 to 30 minutes at 30 to 70 °C 
in a homogeneous solution system. After cooling to room tem- 
perature the reacted solution is allowed to stand at 4 °C for 3 
to 15 hours to form the omeprazole/cyclodextrin-complex . The 
isolated inclusion-complex is washed with some cooled water 
several times to completely remove the remaining alkaline 
component on the inclusion complex. Alternatively, from the 
reacted solution the water might be removed by spray drying, 
freeze drying or vacuum evaporating for isolation of the in- 
clusion complex powder as stable compound. 

In the state of the art a core made of omeprazole and an alka- 
line substance as well as a inclusion complex from omeprazole 
and cyclodextrin without an amino acid is not stable enough. A 
inert protective layer is necessary to guarantee the stability 
of omeprazole and specific moisture-proof packages were needed 
for storing the final product. 

Main object of the invention is to guarantee a stabilization of 
benzimidazoles such as omeprazole as active ingredient by for- 
ming a benzimidazole/cyclodextrin inclusion complex. 

It has now been found, that benzimidazoles such as omeprazole 
can be stabilized by complexation with a cyclodextrin such as p- 
cyclodextrin in the presence of an amino acid. It has further 
been found that in this case surprisingly no additional inert or 
enteric layer is needed to protect particles or a core con- 
taining the benzimidazole/cyclodextrin complex and an amino 
acid. Merely optionally the core may be coated directly with an 
enteric coating layer. 

Thus, the problem underlying the invention is solved by a phar- 
maceutical formulation comprising or consisting of 
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- a benzimidazole derivative as active ingredient, and as 
excipients 

- at least one cyclodextrin and 

- at least one amino acid. 

The present invention does provide a new pharmaceutical 
benzimidazole formulation with improved stability features and 
simplified preparation process. 

The benzimidazole derivative can be a compound which is decom- 
posed in the presence of humidity and especially at a pH < 11, 
especially < 7. Examples for these benzimidazole derivatives are 
omeprazole, lansoprazole, leminoprazole, rabeprazole, and 
pantoprazole . Omeprazole is preferred. 

Further, a specific embodiment of the invention concerns a 
pharmaceutical formulation, wherein the inclusion complex 
forming agent is p-cyclodextrin, mono- or polyalkyiated JJ- 
cyclodextrin, mono- or polyhydroxyalkylated B-cyclodextrin or y- 
cyclodextrin, preferably p-cyclodextrin. 

The amino acid useful for the pharmaceutical formulation 
according to the invention can be an alkaline amino acid, 
preferably arginine, lysine or hydroxy lysine and especially L- 
arginine, L-lysine or L-hydroxy lysine; an alkaline dipeptide or 
a pharmaceutical^ acceptable alkaline amino acid derivate. 

Further, a specific embodiment of the invention concerns a 
pharmaceutical formulation, wherein the molar ratio of 
omeprazole to cyclodextrin is 1 to 10 and preferably 1 to 2. 

Further, a specific embodiment of the invention concerns a 
pharmaceutical formulation, wherein the molar ratio of the amino 
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acid (preferably L-arginine) to omeprazole is 0.5 to 10 and 
preferably 1 to 1. 

Further, a specific embodiment of the invention concerns a 
pharmaceutical formulation, wherein the formulation is a 
powdered, pelletized or granulated form, optionally processed to 
tablets. 

The pharmaceutical formulation according to the invention can be 
characterized in that the particles of the powder, of the 
granulate or of the pelletized formulation are not coated with 
an enteric coating. The powder, the granulate or the pelletized 
formulation can be, however, contained in capsules which can 
optionally be provided with an enteric coating. 

Further, the particles of the powder, of the granulate or of the 
pelletized formulation can be provided with an enteric coating 
and optionally be contained in capsules which are not provided 
with an enteric coating. 

As examples for enteric coating materials polymeres such as 
cellulose acetate phthalate, hydroxypropyl methylcellulose 
phthalate, copolymerized methacrylic acid/methacrylic acid 
methyl esters or water-based polymer dispersions, for instance, 
compounds known under the trade name Eudragit® L (Rohm Phar-ma) , 
or similar compounds can be used. The enteric coating layer can 
optionally contain a pharmaceutical^ acceptable plasticizer 
such as dibutylphthalate, diethylsebacat or tri-ethylcitrat . 
Dispersants such as talc, colorants and pigments may also be 
included to the enteric coating layer. 

The problem underlying the invention is, in addition, solved by 
a process for the production of a pharmaceutical composition 
according to the invention, wherein 
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(i) a benzimidazole derivative, at least one cyclodextrin, 
and at least one amino acid are wetted with water and 
mixed; 

(ii) the resulting mixture is dried. 

Further, the problem underlying the invention is solved by a 
process for the production of a pharmaceutical composition 
according to the invention, wherein 

(i) a benzimidazole derivative, at least one cyclodextrin, 
and at least one amino acid are wetted with water and 
mixed; 

(ii) the resulting mixture is dried; and 

(iii) discoloration of the composition is examined and if a 
discolored product is obtained, said discolored product 
is discarded, another amino acid is selected and steps 
(i) to (iii) are repeated until an uncolored product is 
obtained. 

The mixing in step (i) of the process according to the inven- 
tion can be carried out by wet-kneading. 

The water to be used in step (i) of the process according to the 
invention can be ammoniacal water or can be free of any ammonia. 

The drying in step (ii) of the process according to the in- 
vention can be carried out by f reeze-drying, spray-drying or 
vacuum-drying. 

For the production of pellets the pharmaceutical formulation 
according to the invention can be mixed with a binding agent 
such as microcrystalline cellulose and an excipient such as 
hydroxypropylcellulose and moistened, for example with iso- 
propanol, and then formulated into pellets by conventional 
pharmaceutical procedures. The pellets can be used as cores for 
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further processing. The pellets may be filled directly into 
capsules which are optionally coated with an enteric coating. 
Further, the pellets themselves may be coated with an enteric 
coating and optionally filled into uncoated capsules. 

The enteric coating layer can be applied onto the pellets by 
conventional coating techniques such as, for instance/ pan 
coating, fluidized bed coating, fluidized bed bottom sprayed 
coating or a Turbo Jet-Technology for the production of large 
amounts using dispersions of polymers in water and/or suitable 
organic solvents or by using latex suspensions of said poly- 
mers. Examples for enteric coating polymers have already been 
mentioned. 

An application of the pharmaceutical formulation according to 
the invention results in pharmaceutical^ effective plasma 
levels and offers, a sufficiently high bioavailability. This 
could not be expected in view of the fact that the active 
ingredient is used in combination with a complexing agent. 

In order to describe the invention more specifically but with- 
out intending to limit the scope of the invention in any way the 
following examples are presented: 

Example 1 and comparative examples 

Compositions containing omeprazole, ft-cyclodextrin and an amino 
acid at a molar ratio of 1:2:1 were prepared by kneading in 
presence of water and powdered after drying. Cellulose acetate 
phthalate, an acidic reacting excipient, was mixed to the com- 
position in an amount of 5 w/w %, calculated to the total weight 
of the sample. The optical density of the composition powders 
after storing for 7 days at 60 °C in presence of 96% R.H. is 
illustrated in Table I. 
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Table I.; Composition and discoloration (optical density 
measured at 346 nm )of omeprazole + fi-cyclodextrin mixtures, 
in presence of amino acids and cellulose acetate phthalate 

after 7 days 
at 60 °C and 96% relative humidity 



, -Sample 


omeprazole ■ 




amino 
• acib* 


• cellulose \ 

^acetate 
: phthala.te- . 


0« t) r - after - 
dissolving: the 
' . powders 


A 


+ 


+ 






1.0 


B 


+ 


+ 




+ 


2.4 


C 


+ 


+ 


arginine 




0.4 


D 


+ 




arginine 


+ 


0.8 


E 


+ 




lysine 




0.6 


F 


+ 


+ 


lysine 


+ 


0.7 



The presence of an amino acid enhances the stability of the 
inclusion complex of omeprazole and B-cyclodextrin as illus- 
trated in Table I. There is no rapid decomposition of ome- 
prazole by direct contact with cellulose acetate phthalate under" 
stressed conditions. 

Comparative Example 

Inclusion complexes of omeprazole and A-cyclodextrin were 
prepared by the same method as described before but without 
using an amino acid. 

As reference omeprazole and lactose mixtures were prepared, with 
similar weight-ratios. The molar ratio of omeprazole to B- 
cyclodextrin and to lactose was 1:2. The result is illustrated 
in Table II. 
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Table II: Composition and discoloration of powder mixtures 
stored at 40 °C at 76% R.H. for 20 days 



samples 

■:■ x-. : ; : : .-: • . •• •• 


omeprazole 




lactose 


Cellules 

6 

acetate I 
phthalat 


stored.;. • 

in .7/- 'v: 

containe 


storedy vij; 

. . ^ 

open 

fcqntaine:-: 


Q.D.- ..after 
dissolving 
the 

powders • 


G 
H 


+ 
+ 




+ 
+ 


+ 


+ 
+ 




0,2 
0,4 


I 
J 


+ 
+ 


+ 

T 




+ 


+ 
+ 




0,2 
0,4 


K 

L . 


+ 
+ 




+ 
+ 


+ 




j. 

+ 


0, 8 
2,4 


M 

N . 


+ 


+ 
J- 




+ 






0,7 
2,0 



Stability of the inclusion complex in absence of an amino acid 
seems to be acceptable only by storage in closed containers even 
in the absence of cellulose acetate phthalate. The pre-sence of 
cellulose acetate phthalate in all cases enhances the 
degradation of omeprazole. Comparing the samples stored in 
closed and in open containers the role of the humidity is quite 
obvious: the discoloration of omeprazole in open containers is 
much higher in all cases than in the closed containers. The 
degradation is significantly accelerated by humidity (samples 
stored in open containers) and by the presence of cellulose 
acetate phthalate (acidic additive), the B-cyclodextrin itself 
is not a significantly better stabilizer than the lactose. 

Example 2 

In further experiments the B-cyclodextrin has been suspended in 
diluted aqueous ammonium hydroxide solution, before omeprazole 
and arginine has been added. The samples were prepared as 
described before and stored at 50 °C and 76% R.H. for 7 days. 
Cellulose acetate phthalate (CAP) (5%w/w) was mixed to all 
samples after the fi-cyclodextrin/omeprazole/arginine amino acid 
suspensions were dried and powdered. The composition of the 
samples as well as their discoloration are shown in Table III. 
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Table III. : Excipients added to omeprazole and cellulose 
acetate phthalate f method of preparation and the 
discoloration of the samples after storing for 7 days at 50°C 
and 76% R.H. in open containers 



Sample 


Components 




preparation 


•-• CD. 'of .. 
the : ^ ' '; 
solution 


0 

p 


lactose 
ft-CD 




CAP 
CAP 


powder 
mixture 
powder 
mixture 


2.4 
1.6 


Q 
R 


fi-CD+NH ? 
ft-CD 


arginine 


CAP 
CAP 


powder 
mixture 
powder 
mixture 


0.6 
0.8 


S 
T 


G-CD 
ft-CD+NH 3 


arginine 
arginine 


CAP 
CAP 


wet 

kneading 
wet 

kneading 


0.3 
0.1 


U 
V 


lactose 
fi-CD+NH, 


arginine 


CAP 
CAP 


wet 

kneading 
wet 

kneading 


1.2 
0.9 



These data compared to the data of Table I. and II. clearly 
demonstrate, that while fi-cyclodextrin - when used in wet 
kneading or in solution - alone is more effective than lactose 
in protecting omeprazole against discoloration particularly when 
it is reacted with omeprazole in ammonia-alkaline solution, its 
protecting effect is significantly potentiated by the presence 
of arginine or lysine. 

The lactose/arginine combination (U) or the B-cyclodextrin+NH 3 
without arginine (V) did not result in satisfactory stabilizing 
effect. The required omeprazole protecting effect (against acid 
and water provoked decomposition) could be attained by the 
ternary combination of omeprazole/Ji-CD/arginine (S-T) f prepared 
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by wet kneading in water, wherein the water can be ammonia- 
alkaline water or water free of ammonia. 



During the drying process the ammonia has been completely 
removed, in the end-product ammonia can not be detected. 

Particularly important is that this combination is not sensitive 1 
to 76% R.H., at elevated temperature. 

Example 3 

208 g L-arginine are dissolved in 2L distilled water, and 400 g 
omeprazole are suspended in this solution (Suspension I) . 

3 kg ft-cyclodextrin (water content 11.95%) are suspended with 
3.2 L distilled water by Ultra-Turrax for 5 minutes (Suspension 
II.). 



Suspension I is poured into Suspension II. under vigorous 
stirring by Ultra-Turrax for 15 minutes at 8000 rpm. 

For isolation of the solid product the suspension is frozen and 
the water content is removed by f reeze-drying . 



Yield: 3242 g (97.3%) 
omeprazole content: 12.3% 
Water content: 2.5% 

Determination of omeprazole content of samples 

As it is shown in Table IV., the samples showed a good storage 
stability. The decrease of the omeprazole content in the samp- 
les - stored under stressed conditions - does not exceed an 
absolute value of 0.5%, at samples - stored at ambient tem- 
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perature - practically no change in active ingredient content 
was observed. 

Visual observation of the samples showed no color change, ex- 
cept of the sample stored in open container at daylight (see 
Table IV.). The moisture absorption of the samples - stored at 
76% RH. - was remarkable, without significant discoloration 
(Table V.) 



Table IV. : Omeprazole content of the samples after two weeks 
storage under stressed conditions and 6 months storage at 

ambient temperature 



•Storage 
conditions 


•storage 

- • • .. . \ 


.omeprazole content:"" 


; Appearance ; 

•"'"'.''.■,'""''>?'. 


pericd 












12.3+0.0 
8 


12.010.10 


off white 
powder 


4D b C, 76% RH 


2 weeks 


12.0+0.0 

6 


11.710.05 


not changed 


ambient 
t^mper^tiii*.e . 
- closed 
container 

container 


6 months 
6 months 


12.310.2 
3 


12.110.23 
11.310.5 


not changed 
very light 
yellowish 
color 



* related to the dry substance 



Table V. : Moisture absorption of the samples 



storage- • 
conditions: 




| /^storage • 
■ : peri'df f 


loss on drying {%} 


m% ■ 








2.79 


2.16 




2 weeks 


9.17 


8.23 


ambient 








2.65 


2.37 
4.35 


;T^e?nperai:ure ; 

- closed • 
container 

- open container 


| 6 months 
!p 6 months 
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Example 4 

0.64 g omeprazole and 5.08 g ft-cyclodextrin (water content: 12%) 
are homogenized in a mortar, then a solution of 0.33 g lysine in 
1.5 ml of 2.5% NH 3 is added and homogenization is continued. 
Finally the obtained suspension is granulated through a 
laboratory sieve with 0.4 mm and dried at 45°C for 24 hours. 
5.5 g of granules is obtained, 
omeprazole content: 10.9% 



Example 5 

Sample a: 

1.32 g omeprazole, 0.68 g L-arginine, and 10.56 g fi-cyclodextrin 
(water content: 11.9%) were powdered by co-grinding in a ball- 
mill, then kneaded with 3 ml of water for a few minutes. The 
resulting paste was dried over P 2 0 5 at room temperature in a 
vacuum exsiccator overnight, ground roughly to granule-size 
particles. 

To characterize the stability of omeprazole in this formulation 
also the following samples were prepared with and without amino 
acid and/or ft-cyclodextrin (water content : 11 . 9%) : 

Sample b (without fc-cyclodextrin) : 1.32 g omeprazole 

0.68 g L-arginine 
9,3 g lactose 

Sample c (without arginine) : 1.32 g omeprazole 

10,56 g fi-cyclodextrin 
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Sample d (without IS -CD; 

mechanical powder mixt. of example 5) 1.32 g omeprazole 

0.68 g L-arginine 
9.3 g lactose 

The dried products were powdered and mixed with the acidic 
reacting cellulose-acetate-phthalate (CAP) , the amount of CAP 
was 5 w/w% related to the total amount of powder mixture. 

The samples were stored under 50°C and 76% rel. humidity for 7 
days and their discoloration was evaluated visually. 

Results are shown in Table VI. 



Table VI. 



Sample - 




. Discoloration after 7 days at 50°C, 
161 rel. hum. 


a (with B-CD) 


off-white powder 


g (without: fi-CD) : 


brown 


d (without 


yellowish brown 


e (without ft^CD; 
mech. mixt.); 


deep brown 



Example 6 

0.40 g omeprazole and 3.28 g y-cyclodextrin (water content: 4.9%) 
are homogenized in a mortar. The resulting powder mixture is 
kneaded for 10 minutes with 2 ml of the aqueous solution of 0.21 
g D, L-arginine . 

The obtained paste was dried in a vacuum exsiccator over P 2 0 5 for 
two days at ambient temperature and pulverized manually. 
3.6 g of slightly yellowish powder is obtained, 
omeprazole content: 10.5%. 

SUBSTITUTE SHEET (RULE 26) 



WO 98/40069 



PCT7EP98/01478 



16 



Example 7 

First three mixtures were prepared: 

1) 4.1 g omeprazole and 6 g fi-cyclodextrin (water content: 
11,9 %) 

2) 25 g 6-cyclodextrin and 55 g water 

3) 21 g water and 2,1 g L-arginine 

Then the three mixtures were mixed together and the resulting 
suspension was spray-dried under the following conditions: 

inlet temperature: 120 - 125°C 

outlet temperature: 75 - 80°C 

air pressure: 2.5 kg/cm 2 

feeding speed: 4 ml/min 

37.5 g off-white powder is obtained, 
omeprazole content: 12.6% 
L-arginine content: 6.22% 
water content (KFT) : 5.40% 



Example 8 

509 g pharmaceutical formulation (omeprazole: ft-cyclodextrin: 
arginine) (1:2:1), 163 g microcrystalline cellulose and 55 g 
hydroxypropylcellulose are mixed for 5 minutes. Then 270 g 
isopropanol are given to the mixture and mixed for 10 minutes on 
high level. After that the mixture is extruded and instantly 
worked up to pellets. The pellets are dried for about 16-18 
hours at 40 °C. 

The pellets can be filled into hard gelantine capsules 
optionally enteric coated. Or the pellets are enteric coated 
with Eudragit L, for example L 100-55, L100 or L 30D according 
to standard methods. 
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Claims 

1. A pharmaceutical formulation comprising or consisting of 

- a benzimidazole derivative as active ingredient, and as 
excipients 

- at least one cyclodextrin and 

- at least one amino acid. 

2. Pharmaceutical formulation according to claim I, in which 
the benzimidazole derivative is selected from benzimidazole 
derivatives which are decomposed in the presence of humidity 
and especially at a pH < 11, especially < 7. 

3. Pharmaceutical formulation according to any of the preceding 
claims, in which the benzimidazole derivative is omeprazole. 

4. Pharmaceutical formulation according to any of the preceding 
claims, in which the cyclodextrin is ft-cyclodextrin, mono- 
or polyalkylated ft-cyclodextrin, mono- or 
polyhydroxyalkylated fi-cyclodextrin or y-cyclodextrin. 

5. Pharmaceutical formulation according to any of the preceding 
claims, in which the cyclodextrin is fi-cyclodextrin. 

6. Pharmaceutical formulation according to any of the preceding 
claims, in which the amino acid is a basic amino acid, 
preferably arginine, lysine or hydroxy lysine, especially L- 
arginine, L-lysine or L-hydroxy lysine; an alkaline 
dipeptide or a pharmaceutical^ acceptable alkaline amino 
acid derivative. 
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Pharmaceutical formulation according to any of the preceding 
claims, characterized by a molar ratio of omeprazole to 
cyclodextrin of from 1 to 10 and preferably 1 to 2. 

Pharmaceutical formulation according to any of the preceding 
claims, characterized by a molar ratio of amino acid 
(preferably L-arginine) to omeprazole of from 0,5 to 10 and 
preferably 1 to 1. 



9. Pharmaceutical formulation according to any of the preceding 
claims in powdered, granulated or pelletized form, each 
optionally processed to tablets. 



10. Pharmaceutical formulation according to claim 9, 
characterized in that the particles of the powder, of the 
granulate or of the pelletized formulation are not coated 
with an enteric coating. 

11. Pharmaceutical formulation according to claim 10, 
characterized in that the powder, the granulate or the 
pelletized formulation is contained in a capsule which is 
optionally provided with an enteric coating. 

12. Pharmaceutical formulation according to claim 9, 
characterized in that the particles of the powder, of the 
granulate or of the pelletized formulation are provided with 
an enteric coating and optionally contained in a capsule 
which is not provided with an enteric coating. 



13. Process for the production of a pharmaceutic composition 

according to any of the preceding claims, characterized in 
that 



(i) a benzimidazole derivative, at least one 

cyclodextrin and at least one amino acid are 
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wetted with water and mixed; 
(ii) the resulting mixture is dried. 

14. Process for the production of a pharmaceutic composition 
according to any of the preceding claims, characterized in 
that 

(i) a benzimidazole derivative, at least one 
cyclodextrin and at least one amino acid are 
wetted with water and mixed; 

(ii) the resulting mixture is dried; and 

(iii) discoloration of the composition is examined and 

if a discolored product is obtained, said discolored 
product is discarded, another amino acid is selected 
and steps (i) to (iii) are repeated until an unco- 
lored product is obtained. 

15. Process according to claim 13 or 14, characterized in that 
in step (i) of claim 13 the mixing is carried out by wet- 
kneading . 

16. Process according to any of claims 13 to 15, characterized 
in that in step (i) of claim 13 the water is ammoniacal 
water or is free of ammonia. 

17. Process according to any of claims 13 to 16, characterized 
in that in step (ii) of claim 13 the drying is carried out 
by f reeze-drying, spray-drying or vacuum-drying. 



SUBSTITUTE SHEET (RULE 26) 



WORLD INTELLECTUAL PROPERTY ORGANIZATION 
International Bureau 




PCT 

INTERNATIONAL APPLICATION PUBLISHED UNDER THE PATENT COOPERATION TREATY (PCT) 



(51) International Patent Classification 6 : 
A61K 31/44, 9/16, 47/18, 47/48 



A3 



(11) International Publication Number: WO 98/40069 

(43) International Publication Date: 17 September 1998 (17.09.98) 



(21) International Application Number: PCT/EP98/01478 

(22) International Filing Date: 13 March 1998 (13.03.98) 



(30) Priority Data: 

97104200.7 13 March 1997 (13.03.97) EP 

(34) Countries for which the regional or 

international application was filed: DE et al. 



(71) Applicant (for all designated States except US): HEXAL AG 

[DE/DE]; Industriestrasse 25, D-83607 Holzkirchen (DE). 

(72) Inventors; and 

(75) Inventors/Applicants (for US only): KLOKKERS, Karin 
[DE/DE]; Industriestrasse 25, D-83607 Holzkirchen (DE). 
KUTSCHERA, Marion [DE/DE]; Industriestrasse 25, 
D-83607 Holzkirchen (DE). FISCHER, Wilfried [DE/DE]; 
Industriestrasse 25, D-83607 Holzkirchen (DE). 

(74) Agents: BOETERS, Hans, D. et al.; Boeters & Bauer, 
Bereiteranger 15, D-81541 Munchen (DE). 



(81) Designated States: AL, AM, AT, AU. AZ, BA, BB, BG, BR, 
BY, CA, CH, CN, CU, CZ, DE, DK, EE, ES, FI, GB, GE, 
GH, GM, GW, HU, ID, IL, IS, JP, KE, KG, KP, KR. KZ, 
LC, LK. LR, LS, LT, LU, LV, MD, MG, MK, MN, MW, 
MX, NO, NZ, PL, PT, RO, RU, SD, SE, SG, SI, SK, SL, 
TJ, TM, TR, TT, UA, UG, US. UZ, VN, YU, ZW, ARIPO 
patent (GH, GM, KE, LS, MW, SD, SZ, UG, ZW), Eurasian 
patent (AM, AZ, BY, KG, KZ, MD, RU, TJ, TM), European 
patent (AT, BE, CH, DE, DK, ES, FI, FR, GB, GR, IE, IT, 
LU. MC, NL, PT, SE), OAPI patent (BF, BJ, CF, CG, CI, 
CM, GA. GN. ML. MR, NE. SN, TD. TG). 



Published 

With international search report. 

(88) Date of publication of the international search report: 

17 December 1998 (17.12.98) 



(54) Title: STABILIZATION OF ACID SENSITIVE BENZIM3DAZOLES WITH AMINO ACID/C YCLODEXTRIN COMBINATIONS 
(57) Abstract 

A pharmaceutical formulation comprising or consisting of: a benzimidazole derivative as active ingredient, and as excipients, at least 
one cyclodextrin and at least one amino acid. 



FOR THE PURPOSES OF INFORMATION ONLY 
Codes used to identify States party to the PCT on the front pages of pamphlets publishing international applications under the PCT. 



AL 


Albania 


ES 


Spain 


LS 


Lesotho 


SI 


Slovenia 


AM 


Armenia 


FI 


Finland 


LT 


Lithuania 


SK 


Slovakia 


AT 


Austria 


FR 


France 


LU 


Luxembourg 


SN 


Senegal 


AU 


Australia 


GA 


Gabon 


LV 


Latvia 


SZ 


Swaziland 


AZ 


Azerbaijan 


GB 


United Kingdom 


MC 


Monaco 


TD 


Chad 


BA 


Bosnia and Herzegovina 


GE 


Georgia 


MB 


Republic of Moldova 


TG 


Togo 


BB 


Barbados 


GH 


Ghana 


MG 


Madagascar 


TJ 


Tajikistan 


BE 


Belgium 


GN 


Guinea 


MK 


The former Yugoslav 


TM 


Turkmenistan 


BF 


Burkina Faso 


GR 


Greece 




Republic of Macedonia 


TR 


Turkey 


BG 


Bulgaria 


HU 


Hungary 


ML 


Mali 


TT 


Trinidad and Tobago 


BJ 


Benin 


IE 


Ireland 


MN 


Mongolia 


UA 


Ukraine 


BR 


Brazil 


IL 


Israel 


MR 


Mauritania 


UG 


Uganda 


BY 


Belarus 


IS 


Iceland 


MW 


Malawi 


US 


United States of America 


CA 


Canada 


IT 


Italy 


MX 


Mexico 


uz 


Uzbekistan 


CF 


Central African Republic 


JP 


Japan 


NE 


Niger 


VN 


Viet Nam 


CG 


Congo 


KE 


Kenya 


NL 


Netherlands 


YU 


Yugoslavia 


CH 


Switzerland 


KG 


Kyrgyzstan 


NO 


Norway 


ZW 


Zimbabwe 


a 


Cote d'lvoire 


KP 


Democratic People's 


NZ 


New Zealand 






CM 


Cameroon 




Republic of Korea 


PL 


Poland 






CN 


China 


KR 


Republic of Korea 


PT 


Portugal 






CU 


Cuba 


KZ 


Kazakstan 


RO 


Romania 






cz 


Czech Republic 


LC 


Saint Lucia 


RU 


Russian Federation 






DE 


Germany 


U 


Liechtenstein 


SD 


Sudan 






DK 


Denmark 


LK 


Sri Lanka 


SE 


Sweden 






EE 


Estonia 


LR 


Liberia 


SG 


Singapore 







INTERNATIONAL SEARCH REPORT 



emotional Application No 

PCT/EP 98/01478 



A. CLASSIFICATION OF SUBJECT MATTER , 

IPC 6 A61K31/44 A61K9/16 A61K47/18 A61K47/48 



According to International Patent Classification (IPC) or to both national classification and IPC 



B. FIELDS SEARCHED 



Minimum documentation searched (classification system followed by classification symbols) 

IPC 6 A61K 



Documentation searched other than minimum documentation to the extent that such documents are included in the fields searched 



Electronic data base consulted during the international search (name of data base and, where practical, search terms used) 



C. DOCUMENTS CONSIDERED TO BE RELEVANT 



Category • Citation of document, with indication, where appropriate, ol the relevant passages 



Relevant to claim No. 



CHEMICAL ABSTRACTS, vol. 124, no. 16, 

15 April 1996 

Columbus, Ohio, US; 

abstract no. 211738, 

XP002079802 

§qq abstract 

& S.J. HWANG ET AL.: "A COMPARATIVE STUDY 
ON THE PHARMACEUTICAL PROPERTIES OF RECTAL 
SUPPOSITORY CONTAINING OMEPRAZOLE 
COMPLEXES" 
YAKCHE HAKHOECHI, 

vol. 25, no. 3, 1995, pages 227-237, 



1-17 



EP 0 444 625 A (HANMI PHARM. 
LTD. ,KR) 4 September 1991 
see the whole document 



IND. CO. 



-/- 



1-17 



Further documents are listed In the continuation of box C. 



El 



Patent family members are Bated in annex. 



• Special categories of cited documents : 

"A" document defining the general state of the art which is not 

considered to be of particular relevance 
"E" earlier document but published on or after the international 

filing date 

"L" document which may throw doubts on priority cialm(s) or 
which is cited to establish the publication date of another 
citation or other special reason (as specified) 

"O" document referring to an oral disclosure, use, exhibition or 
other means 

"P* document published prior to the international filing date but 
later than the priority date claimed 



T later document published after the international filing date 
or priority date and not in conflict with the application but 
cited to understand the principle or theory underlying the 
invention 

"X" document of particular relevance; the claimed invention 
cannot be considered novel or cannot be considered to 
Involve an Inventive step when the document Is taken alone 

■Y" document ol particular relevance; the claimed Invention 

cannot be considered to involve an inventive step when the 
document is combined with one or more other such docu- 
ments, such combination being obvious to a person skilled 
in the art 

document member of the same patent family 



Date of the actual completion of the Internationa I search 



7 October 1998 



Date of mailing of the international search report 



16/10/1998 



Name and mailing address of the ISA 

European Patent Office, P.B. 5818 Patentiaan 2 
NL - 2280 HV Rljswljk 
Tel. (+31-70) 340-2040, Tx. 31 651 epo nl, 
Fax: (4-31-70) 340-3016 



Authorized officer 



Scarponi , U 



Form PCT/1SA/2 10 (second sheet) (July 1992) 



INTERNATIONAL SEARCH REPORT 



<ernatlonal Application No 

PCT/EP 98/01478 



C(Conttnuatlon) OOCUMENTS CONSIDERED TO BE RELEVANT 


Category* 


Citation ot document, with Indicatlon.where appropriate, of the relevant passages 


Relevant to darm No. 


Y 


DE 34 27 787 A (BYK GULDEN LOMBERG) 

30 January 1986 

cited 1n the application 

see the whole document 


1-17 


Y 


DE 34 27 786 A (BYK GULDEN LOMBERG) 

30 January 1986 

cited 1n the application 

see the whole document 


1-17 


Y 


WO 96 24338 A (ASTRA) 15 August 1996 
see the whole document 


1-17 


Y 


US 5 232 706 A (A. PAL0M0 COLL) 

3 August 1993 

see the whole document 


1-17 


Y 


WO 96 38175 A (TAKEDA) 5 December 1996 
see the whole document 


1-17 


Y 


WO 93 13138 A (SUNKYONG IND. CO. LTD. ,KR) 
8 July 1993 

cited 1n the application 
see the whole document 


1-17 


Y 


CHEMICAL ABSTRACTS, vol. 119, no. 22, 

29 November 1993 

Columbus, Ohio, US; 

abstract no. 234039, 

XP002079803 

see abstract 

& JP 05 194225 A (YOSHITOMI) 3 August 1993 


1-17 


Y 


DATABASE WPI 
Week 9332 

Derwent Publications Ltd., London, GB; 
AN 93-255964 *32! 
XP002079804 
see abstract 

& KR 9 208 161 B (HANMI PHARM. IND. 
C0..KR) 24 September 1992 


1-17 


A 


WO 94 02140 A (YOSHITOMI) 3 February 1994 
see the whole document 


1-17 



Foim PCT/ISA/210 (continuation ot second shoot) (Jury 1992) 



INTERNATIONAL SEARCH REPORT 

Information on patent family members 



.tematJonal Application No 

PCT/EP 98/01478 



Patent document 




Publication 


Patent famfly 




Publication 


cited in search report 




date 


member(s) 




date 


EP 444625 


A 


04-09-1991 


CA 


2037101 


A,C 


28-08-1991 








DE 


69102307 


D 


14-07-1994 








DE 


69102307 


T 


09-02-1995 








ES 


2057628 


T 


16-10-1994 








JP 


2038521 


C 


28-03-1996 








jp 


4234817 


A 


24-08-1992 








OP 


7051503 


B 


05-06-1995 








us 


5219870 A 


15-06-1993 


DP 3427787 


A 




AU 


4636885 


A 


CD ML, 1 7UU 








UO 


8600913 


A 


lO Ul 1700 








EP 


0190239 


A 




OF 3427786 


A 
r\ 




NONE 








WO 9624338 


A 




AU 


695774 


B 


20-08-1 QQ8 
t.u uo i yyo 








AU 


4683996 


A 


27-08-1 QQfi 

4./ UO 177U 








BR 


9605121 


A 


14-10-1QQ7 

It IV/ 177/ 










2186037 


A 


13 UO 1j3U 








CN 


1146720 


A 


02-04-1 QQ7 

Ut UH 177/ 








f 7 


9602918 


A 


16-07-1997 








EP 


0752851 


A 


15-01-1997 








FI 


964028 


A 


08-10-1996 








HII 
nu 


9603112 


A 


28-08-1997 1 








JP 


9511768 


T 


11 177/ 








NO 


964271 


A 


08-10-1996 








PL 


316685 


A 


03-02-1997 








SK 


126196 


A 


08-1 0-1 QQ7 

UO 1U 177/ 


US 5232706 


A 




NONE 








WO 9638175 


A 




AU 


5780696 


A 


lfl.1 9-1 QQfi 
lO 1l 177U 








JP 


9048730 A 


18-02-1997 


WO 9313138 


A 


08-07-1993 


BR 


9207000 A 


28-11-1995 








CA 


2127111 A,C 


08-07-1993 








CN 


1076124 A,B 


15-09-1993 








DE 


69222950 


D 


04-12-1997 








DE 


69222950 T 


28-05-1998 








EG 


20115 A 


31-07-1997 



Form PCT/ISA/210 (patent lamfly annex) (July 1992) 



INTERNATIONAL SEARCH REPORT 

Information on patent family member* 



amotion at Application No 

PCT/EP 98/01478 



Patent document 
cited In search report 



Publication 
date 



Patent family 
member(s) 



Publication 
date 



WO 9313138 


A 


EP 


0619825 A 


19-10-1994 






ES 


2111148 T 


01-03-1998 






HU 


70494 A 


30-10-1995 






JP 


2662518 B 


15-10-1997 






JP 


7506088 T 


06-07-1995 






KR 


9608231 B 


21-06-1996 






MX 


9207676 A 


01-06-1993 






US 


5399700 A 


21-03-1995 


WO 9402140 


A 


03-02-1994 AU 


4513393 A 


14-02-1994 






JP 


7033659 A 


03-02-1995 



Fwm PCT/ISA/210 (patent temBy annex) (July 1992) 



This Page is Inserted by IFW Indexing and Scanning 
Operations and is not part of the Official Record 



Defective images within this document are accurate representations of the original 
documents submitted by the applicant. 

Defects in the images include but are not limited to the items checked: 

□ BLACK BORDERS 

□ IMAGE CUT OFF AT TOP, BOTTOM OR SIDES 



Id GRAY SCALE DOCUMENTS 

□ LINES OR MARKS ON ORIGINAL DOCUMENT 

□ REFERENCE(S) OR EXHIBIT(S) SUBMITTED ARE POOR QUALITY 

□ OTHER: 



IMAGES ARE BEST AVAILABLE COPY. 
As rescanning these documents will not correct the image 
problems checked, please do not report these problems to 
the IFW Image Problem Mailbox. 



BEST AVAILABLE IMAGES 




BLURRED OR ILLEGIBLE TEXT OR DRAWING 



FADED TEXT OR DRAWING 



□ SKEWED/SLANTED IMAGES 




□ COLOR OR BLACK AND WHITE PHOTOGRAPHS 



